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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and 
listings, of claims in the application: 

LISTING OF CLAIMS; 

Claim 1 (currently amended) : A compound of Formula I: 




I 



wherein : 

A is a 5- or 6-member ring substituent selected from 
partially saturated or unsaturated heterocyclic and carbocyclic 
rings; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from Ci_ 2 -alkyl, Ci_ 2 - 
haloalkyl, cyano, carboxyl, Ci- 2 -alkoxycarbonyl , hydroxyl, Ci_ 2 - 
hydroxyalkyl , Ci- 2 -haloalkoxy , amino, Ci_ 2 -alkylamino, phenylamino, 
nitro, Ci- 2 -alkoxy-Ci- 2 -alkyl , Ci_ 2 -alkylsulf inyl , halo, Ci- 2 -alkoxy 
and Ci_3-alkylthio; 

R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from hydrido, 
halo, Ci- 2 -alkyl, C 2 - 3 -alkenyl , C 2 . 3 -alkynyl , oxo, cyano, carboxyl, 
cyano-Ci-3-alkyl , heterocyclyloxy , Ci_ 3 -alkoxy, Ci_ 3 alkylthio, 
alkylcarbonyl , cycloalkyl, phenyl, Ci_ 3 -haloalkyl , heterocyclyl , 
cycloalkenyl , phenyl -Ci- 3 -alkyl , heterocyclyl-Ci_ 3 -alkyl , Ci_ 3 - 
alkylthio-Ci_ 3 -alkyl , Ci_ 3 -hydroxy alky 1 , Ci_ 3 -alkoxycarbonyl , 
phenylcarbonyl , phenyl -Ci- 3 -alkylcarbonyl , phenyl -C 2 ~ 3 -alkenyl , 
Ci- 3 -alkoxy-Ci- 3 -alkyl , phenylthio-Ci_ 3 -alkyl , phenyl oxy a Iky 1 , 
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alkoxyphenylalkoxyalkyl , alkoxycarbonylalkyl , aminocarbonyl , 
aminocarbonyl-Ci-3-alkyl , Ci. 3 -alkyl aminocarbonyl , N- 
phenyl aminocarbonyl , N- (C1-3 -alkyl) -N-phenylaminocarbonyl , Ci_ 3 - 
alkylaminocarbonyl-Ci-3-alkyl , carboxy-Ci_ 3 - alkyl , Ci_ 3 -alkylamino, 
N-arylamino, N-aralkylamino, N- (Ci- 3 -alkyl) -N-aralkylamino, N- 
(Ci-3-alkyl) -N-arylamino, amino-Ci- 3 -alkyl , Ci- 3 -alkylaminoalkyl , N- 
phenylamino-Ci-3-alkyl , N-phenyl -C1-3 -alkylaminoalkyl , N- (C1-3- 
alkyl) -N- (phenyl-Ci- 3 -alkyl) amino-Ci_ 3 -alkyl , N- (Ci-3-alkyl) -N- 
phenylamino-Cx-3-alkyl , phenyloxy, phenylalkoxy , phenylthio, 
phenyl-Ci-3-alkylthio, Ci-3-alkylsulf inyl / Cx-3-alkylsulf onyl , 
aminosulf onyl , Ci-3-alkylaminosulf onyl , N-phenylaminosulf onyl , 
phenylsulf onyl , and N- (Ci_ 3 -alkyl) -N-phenylaminosulf onyl ; 

or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof ; 

provided that (a) A is not pyrrolyl , and (b) A is not 
oxazolyl other than oxazolonyl; 

provided that when R 1 is 4 -bromophenyl : (a) A is not 
pyrazolyl when R 2 is methyl and R 3 is hydrogen, cyano, 
trif luoromethyl or ethoxycarbonyl ; (b) A is not imidazolyl when 
R 3 is trif luoromethyl ; (c) A is not isoxazolyl when R 3 is methyl; 
and (d) A is not 2-furanonyl when R 3 is hydrogen; and 

provided that when R 1 is 3 -methyl -4 -bromophenyl , R 2 is 
methyl and R 3 is trif luoromethyl , A is not imidazolyl. 

Claim 2 (previously presented) : Compound of Claim 1 wherein: 

A is a 5- or 6-member ring substituent selected from 
partially saturated or unsaturated heterocyclic and carbocyclic 
rings ; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl, cyano, carboxyl, Ci_ 2 -alkoxycarbonyl , 



3 



Appl. No. 09/839,424 

Amdt. Dated. October 17, 2003 

Reply to Office action of June 17, 2003 



PHA 4176 (3364/1) 
PATENT 



hydroxyl, Ci- 2 -hydroxy a 1 kyl , Ci_ 2 -haloalkoxy , amino, C x . 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci- 2 -alkyl , Ci_ 2 - 
alkylsulf inyl, halo, Ci-2-alkoxy and Ci_ 3 -alkylthio; 
R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from the group 
consisting of hydrido, halo, Ci_ 2 -alkyl, C 2 . 3 -alkenyl , C 2 _ 3 -alkynyl , 
oxo, cyano, carboxyl, cyano-Ci_ 3 -alkyl , (5- or 6- member ring 
heterocyclyl) oxy, d- 3 -alkoxy, Ci- 3 -alkylthio, Ci_ 3 -alkylcarbonyl , 
C 3 - 6 -cycloalkyl, phenyl, Ci_ 3 -haloalkyl , 5- or 6- member ring 
heterocyclyl, C 3 _ 6 -cycloalkenyl , phenyl -Ci_ 3 -alkyl , (5- or 6- 
member ring heterocyclyl) -Ci_ 3 -alkyl , Ci- 3 -alkylthio-Ci- 3 -alkyl , 
Ci- 3 -hydroxyalkyl, Ci_ 3 -alkoxycarbonyl , phenyl carbonyl , phenyl -Ci_ 3 - 
alkylcarbonyl , phenyl -C 2 . 3 -alkenyl , Ci- 3 -alkoxy-C!_ 3 -alkyl, 
phenylthio-Ci-5-alkyl, phenyloxy- Ci- 3 - alkyl , Ci_ 3 -alkoxyphenyl -Ci- 3 - 
alkoxy-Ci_ 3 -alkyl , Ci. 3 -alkoxycarbonyl-Ci_ 3 -alkyl , aminocarbonyl , 
aminocarbonyl-Ci_ 3 -alkyl , Ci_ 3 -alkylaminocarbonyl , N- 
phenylaminocarbonyl, N- (Ci_ 3 -alkyl) -N-phenylaminocarbonyl , Ci- 3 - 
alkylaminocarbonyl-Ci_ 3 - alkyl , carboxy-Ci. 3 -alkyl , Ci- 3 -alkylamino, 
N-phenylamino, N- (phenyl-Ci- 3 -alkyl) amino, N- (Ci_ 3 -alkyl) -N- 

(phenyl-Ci- 3 -alkyl) amino, N- (Ci- 3 -alkyl) -N-phenylamino, amino-Ci_ 3 - 
alkyl , Ci_ 3 -alkylamino-Ci_ 3 -alkyl , N-phenylamino-Ci_ 3 -alkyl , N- 
phenyl-Ci_ 3 -alkylamino-Ci- 3 -alkyl , N- (C x - 3 -alkyl) - N - phenyl - C x . 3 - 
alkylamino-Ci_ 3 -alkyl, N- (Ci- 3 -alkyl) -N-phenylamino-Ci_ 3 -alkyl , 
phenyloxy, phenyl -Ci_ 3 -alkoxy, phenyl thio, phenyl -Ci_ 3 - alkyl thio, 
Ci- 3 -alkylsulf inyl , Ci- 3 -alkylsulf onyl , aminosulf onyl , Ci- 3 - 
alkylaminosulfonyl, N-phenylaminosulf onyl , phenylsulf onyl , and N- 

(Ci-3-alkyl) -N-phenylaminosulf onyl ; 

or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 

Claim 3 (original) : Compound of Claim 2 wherein A is a 5- or 6- 
member ring substituent selected from partially saturated or 
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unsaturated heterocyclic rings. 

Claim 4 (original) : Compound of Claim 2 wherein A is a 5- or 6- 
member ring substituent selected from partially saturated or 
unsaturated carbocyclic rings. 

Claim 5 (currently amended) : Compound of Claim 2 A compound of 
Formula I : 




wherein 

A is a radical selected from the group consisting of 
thienyl, f uryl , furanone, thiazolyl, oxothiazolyl , 
thioxothiazolyl , imidazolyl, benzofuryl, indenyl, benzothienyl , 
isoxazolyl, oxooxazolyl, pyrazolyl, cyclopentenyl , 
cyclopentadienyl , benzindazolyl , benzopyranopyrazolyl , phenyl , 
and pyridyl^ 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl, cyano, carboxyl, Ci_ 2 -alkoxycarbonyl, 
hydroxyl, Ci_ 2 -hydroxyalkyl, Ci_ 2 -haloalkoxy, amino, Ci_ 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci_ 2 -alkyl, Ch- 
alky lsulfinyl , halo, Ci- 2 -alkoxy and Ci_ 3 -alkylthio; 

R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from the group 
consisting of hydrido, halo, Ci. 2 -alkyl, C 2 _ 3 -alkenyl/ C 2 _ 3 -alkynyl, 
oxo, cyano, carboxyl, cyano -Ci_ 3 - alky 1 , (5- or 6- member ring 
heterocyclyl) oxy, Ci_ 3 -alkoxy, Ci_ 3 -alkylthio, Ci_ 3 -alkylcarbonyl, 



5 



Appl. No. 09/839,424 

Amdt. Dated. October 17, 2003 

Reply to Office action of June 17, 2003 



PHA 4176 (3364/1) 
PATENT 



C3_ 6 -cycloalkyl, phenyl, Ci_ 3 -haloalkyl, 5- or 6- member ring 
heterocyclyl, C 3 , 6 -cycloalkenyl, phenyl -Ci_ 3 - alky 1, (5- or 6- 
member ring heterocyclyl) -Ci_ 3 -alkyl, Ci_ 3 -alkylthio-Ci_3-alkyl, 
Ci- 3 - hydroxy alky 1 , Ci_ 3 - alkoxycarbonyl , phenylcarbonyl , phenyl -Ci- 3 - 
alkylcarbonyl , phenyl - C 2 - 3 - alkenyl , Ci_ 3 - alkoxy- Ci_ 3 - alkyl , 
phenyl thio - C1.3- alky 1 , pheny loxy- C1-3 - alky 1 , C3..3 - alkoxypheny 1 - Ci_ 3 - 
alkoxy- C1-3- alkyl, Ci_ 3 - alkoxycarbonyl -C1.3- alkyl, aminocarbonyl, 
aminocarbonyl - Ci_ 3 - alkyl , Ci_ 3 - alkylaminocarbony 1 , N- 
phenylaminocarbonyl, N- (Ci- 3 -alkyl) -N-phenylaminocarbonyl, Ci_ 3 - 
alkylaminocarbonyl - C1-3 - alkyl , carboxy- Ci_ 3 - alkyl , C1-3 - alkylamino , 
N- phenyl amino, N- (phenyl -Ci_ 3 - alkyl) amino, N- (Ci_ 3 -alkyl) -N- 
(phenyl-Ci-3- alkyl) amino, N- (Ci_ 3 -alkyl) -N- phenyl amino, amino-Cx- 3 - 
alkyl, C1-3- alkylamino -C1-3- alkyl, N-phenylamino-Ci- 3 - alkyl, N- 
phenyl-Ci- 3 -alkylamino-Ci- 3 -alkyl, N- (Ci.3-alkyl) -N-phenyl-Ci-3- 
alkylamino-Ci. 3 -alkyl, N- (Ci. 3 -alkyl) -N-phenylamino-Ci. 3 - alkyl, 
pheny loxy , phenyl -C1.3 - alkoxy , phenyl t hio , phenyl - Ci_ 3 - alkyl thio , 
C1-3- alkyl sulf inyl, Ci. 3 -alkylsulf onyl, aminosulf onyl, C1-3- 
alkylaminosulf onyl, N-phenylaminosulf onyl, phenyl sulfonyl, and N- 
(Ci-3-alkyl) - N- pheny lamino sulf onyl ; 

or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof; 

provided that when R 1 is 4-bromophenyl ; (a) A is not 
pyrazolyl when R 2 is methyl and R 3 is hydrogen, cyano, 
trif luoromethyl or ethoxycarbonyl ; (b) A is not imidazolyl when 
R 3 is trif luoromethyl ; (c) A is not isoxazolyl when R 3 is methyl; 
and (d) A is not 2-furanonyl when R 3 is hydrogen; and 

provided that when R 1 is 3 -methyl -4-bromophenyl, R 2 is 
methyl and R 3 is trif luoromethyl, A is not imidazolyl . 

Claim 6 (currently amended) : Compound of Claim [[2]] _5 wherein A 
is a radical selected from the group consisting of thienyl, 
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furyl, furanone, thiazolyl, oxothiazolyl , thioxothiazolyl , 
imidazolyl, benzofuryl, indenyl , benzothienyl , isoxazolyl, 
pyrazolyl , cyclopentenyl , cyclopentadienyl , benzindazolyl , 
benzopyranopyrazolyl , phenyl, and pyridyl . 

Claim 7 (currently amended) : Compound of Claim 2 A compound of 
Formula I : 




wherein 

A is a radical selected from the group consisting of 
thienyl, furanone, isoxazolyl, pyrazolyl, cyclopentenyl and 
pyridinyl_^ 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl f cyano, carboxyl, Ci_ 2 -alkoxycarbonyl, 
hydroxyl, Cj^-hydroxyalkyl, Ci_ 2 -haloalkoxy, amino, Ci_ 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci_ 2 -alkyl, Ci_ 2 - 
alkylsulf inyl, halo, Cx^-alkoxy and Ci. 3 -alkylthio; 

R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from the group 
consisting of hydrido, halo, Ci_ 2 -alkyl, C 2 _ 3 -alkenyl, C 2 , 3 -alkynyl, 
oxo, cyano, carboxyl, cyano -Ci_ 3 - alky 1, (5- or 6- member ring 
heterocyclypoxy, Cx. 3 -alkoxy, Ci. 3 -alkylthio, Ci_ 3 -alkylcarbonyl, 
C 3 -6-cycloalkyl, phenyl, Ci. 3 -haloalkyl, 5- or 6- member ring 
heterocyclyl, C 3 . 6 -cycloalkenyl, phenyl - Ci- 3 - alkyl , (5- or 6- 
member ring heterocyclyl) -Ci- 3 -alkyl , Ci- 3 -alkylthio-Ci- 3 -alkyl, 
Ci-3 -hydroxyalkyl , C x _ 3 - alkoxycarbonyl , phenylcarbonyl , phenyl - Ci_ 3 - 
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alky lcarbonyl , phenyl - C 2 - 3 - alkeny 1 , Ci_ 3 - alkoxy - Ci_ 3 - alky 1 , 
phenylthio-Ci-3-alkyl, phenyloxy-Ci. 3 - alkyl , Ci-s-alkoxyphenyl-Cxo- 
alkoxy- C1-3 - alkyl , Ci_ 3 - alkoxycarbony 1 - Ci- 3 - alky 1 , aminocarbony 1 , 
aminocarbony 1 -Ci_ 3 - alky 1 , Ci- 3 - alky laminocarbony 1 , N- 
phenylaminocarbonyl, N- (Ci- 3 -alkyl) -N-phenylaminocarbonyl, Ci_ 3 - 
alkylaminocarboriyl -Ci_ 3 - alkyl , carboxy- Ci_ 3 - alkyl , Ci_ 3 - alkylamino , 
N- phenyl amino, N- (phenyl -Ci_ 3 - alkyl) amino, N- (C3..3- alkyl) -N- 
(phenyl-Ci-3- alkyl) amino, N- (Ci_ 3 -alkyl) -N-phenylamino, amino-Ci- 3 - 
alkyl , Cx_ 3 - alkylamino - C1.3 - alkyl , N-phenylamino - C1-3 - alkyl , N- 
phenyl -C1-3- alkylamino -C1-3- alkyl, N- (Ci-3-alkyl) -N-phenyl-Ci- 3 - 
alkylamino-Ci-3-alkyl, N- (C^-alky!) -N-phenylamino-Ci- 3 -alkyl , 
phenyloxy, phenyl -Ci- 3 - alkoxy, phenyl thio, phenyl -Ci-3-alkylthio, 
C1.3 -alkylsulf inyl , C1.3 -alkylsulf onyl , aminosulf onyl , C1-3 - 
alkylaminosulf onyl, N-phenylaminosulf onyl, phenyl sulfonyl, and N- 
(C1-3- alkyl) -N-phenylaminosulf onyl ; 

or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof; 

provided that when R 1 is 4-bromophenyl ; (a) A is not 
pyrazolyl when R 2 is methyl and R 3 is hydrogen, cyano, 
trif luoromethyl or ethoxycarbonyl; (b) A is not isoxazolyl when 
R 3 is methyl; and (c) A is not 2-furanonyl when R 3 is hydrogen. 



Claims 8-10 (cancelled) . 



Claim 11 (original) : Compound of Claim 6 wherein R 1 is optionally 
substituted phenyl. 

Claim 12 (previously presented) : Compound of Claim 6 wherein R 1 
is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, 
pyridinyl, and phenyl is optionally substituted with one, two or 
three radicals selected from the group consisting of methyl, 
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dif luoromethyl , trif luoromethyl , cyano, carboxyl, 
methoxycarbonyl , hydroxyl , hydroxymethyl , trif luoromethoxy , 
amino, methylamino, phenylamino, nitro, me thoxy methyl , 
methylsulf inyl , fluoro, chloro, bromo, methoxy and methylthio. 

Claim 13 (previously presented) : Compound of Claim 6 wherein R 3 
is a radical selected from the group consisting of hydrido, 
fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, 
methoxy, methylthio, methylcarbonyl , phenyl, trif luoromethyl , 
dif luoromethyl , phenylmethyl , methylthiomethyl , hydroxymethyl , 
methoxycarbonyl , ethoxycarbonyl , phenyl carbonyl , 
phenylmethylcarbonyl , methoxymethyl , phenylthiomethyl , 
phenyl oxymethyl , methoxyphenylmethoxymethyl , 
methoxycarbonylmethyl , aminocarbonyl , aminocarbonylmethyl , 
methyl aminocarbonyl , N-phenylaminocarbonyl , N-methyl -N- 
phenylaminocarbonyl , methylaminocarbonylmethyl , carboxymethyl , 
methylamino, N-phenylamino, N- (phenylmethyl) amino, N-methyl -N- 
(phenylmethyl) amino, N-methyl -N-phenylamino, aminomethyl, 
methylaminomethyl , N-phenylaminomethyl , N- 

phenylmethylaminomethyl , N-methyl -N-phenylmethylaminomethyl , N- 
methyl -N-phenylaminomethyl , phenyloxy, phenylme thoxy, phenylthio, 
phenylmethyl thio, methylsulf inyl , methylsulf onyl , aminosulf onyl , 
methylaminosulf onyl , N-phenylaminosulf onyl , phenyl sulf onyl , and 
N-methyl -N-phenylaminosulf onyl . 

Claim 14 (previously presented) : Compound of Claim 6 wherein 
R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and 
phenyl is optionally substituted with one, two or three radicals 
selected from the group consisting of methyl, dif luoromethyl , 
trif luoromethyl , cyano, carboxyl, methoxycarbonyl, hydroxyl, 
hydroxymethyl, trif luoromethoxy , amino, methylamino, phenylamino, 
nitro, methoxymethyl, methylsulf inyl , fluoro, chloro, bromo, 
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methoxy and methyl thio; and 

R 3 is a radical selected from the group consisting of 
hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, 
cyanomethyl , methoxy, methyl thio, methylcarbonyl , phenyl , 
trif luoromethyl , dif luoromethyl , phenylmethyl , methylthiomethyl , 
hydroxymethyl , methoxycarbonyl , ethoxycarbonyl , phenylcarbonyl , 
phenylmethylcarbonyl ,• methoxymethyl , phenyl thiomethyl , 
phenyl oxyme thy 1 , methoxyphenylmethoxymethyl , 
methoxycarbonylmethyl , aminocarbonyl , aminocarbonylmethyl , 
methylaminocarbonyl , N-phenylaminocarbonyl , N-methyl -N- 
phenylaminocarbonyl , methylaminocarbonylmethyl , carboxymethyl , 
methylamino, N-phenylamino, N- (phenylmethyl) amino, N-methyl -N- 
(phenylmethyl ) amino , N-methyl -N-phenylamino , aminomethyl , 
methylaminomethyl , N-phenylaminomethyl , N- 

phenylmethylaminomethyl , N-methyl -N-phenylmethylaminomethyl , N- 
methyl -N-phenylaminomethyl , phenyloxy, phenyl methoxy, phenylthio, 
phenylmethyl thio, methyl sulfinyl , methyl sulfonyl , aminosulf onyl , 
methylaminosulf onyl , N-phenyl aminosulf onyl , phenyl sulfonyl , and 
N-methyl -N-phenylaminosulf onyl . 

Claim 15 (previously presented) : Compound of Claim 6 wherein 
R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and 
phenyl is optionally substituted with one, two or three radicals 
selected from the group consisting of halo, cyano, Ci- 2 -alkyl, 
Ci-2-haloalkyl , Ci_ 2 -alkoxy, and Ci_ 2 -haloalkoxy ; and 

R 3 is a radical selected from the group consisting of 
hydrido, Ci_ 2 -alkyl , Ci- 3 -alkoxy , Ci- 3 -alkylcarbonyl , Ci_ 3 -haloalkyl , 
Ci_3-hydroxyalkyl , and Ci_ 3 -alkoxycarbonyl . 

Claim 16 (previously presented) : Compound of Claim 15 wherein 

R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and 
phenyl is optionally substituted with one, two or three radicals 
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selected from the group consisting of methyl, dif luoromethyl , 
trif luoromethyl , trif luoromethoxy , cyano, fluoro, chloro, bromo, 
and methoxy; and 

R 3 is a radical selected from the group consisting of 
hydrido, methyl, methoxy, methyl carbonyl , trif luoromethyl , 
dif luoromethyl , hydroxymethyl , and methoxy carbonyl . 

Claims 17-30 (cancelled) . 

Claim 31 (currently amended) : A compound of Claim 1 having 
Formula III : 




wherein: 

R 7 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl , cyano, carboxyl, Ci_ 2 -alkoxycarbonyl , 
hydroxyl, Ci _ 2 - hydroxy a 1 kyl , Ci_ 2 -haloalkoxy , amino, Ci_ 2 - 
alkylamino, phenylamino, nitro, Ci- 2 -alkoxy-Ci- 2 -alkyl , Ci_ 2 - 
alkylsulf inyl , halo, Ci- 2 -alkoxy and d- 3 -alkylthio; 

R 8 is a radical selected from the group consisting of 
hydrido, halo, Ci_ 2 -alkyl, C 2 _ 3 -alkenyl , C 2 - 3 -alkynyl , oxo, cyano, 
carboxyl, cyano-Ci_ 3 -alkyl , heterocyclyloxy , Ci- 3 -alkoxy, Ci- 3 - 
alkylthio, alkylcarbonyl , cycloalkyl, phenyl, Ci_ 3 -haloalkyl , 
heterocyclyl , cycloalkenyl , phenyl -Ci_ 3 - alky 1 , heterocyclyl-Ci_ 3 - 
alkyl , Ci- 3 -alkylthio-C;L_3-alkyl , Ci_ 3 -hydroxyalkyl , Ci- 3 - 
alkoxy carbonyl , phenyl carbonyl , phenyl -Ci- 3 -alkylcarbonyl , phenyl - 
C 2 . 3 -alkenyl , Ci_ 3 -alkoxy-Ci_ 3 -alkyl , phenylthio-Ci- 3 -alkyl , 
phenyl oxyal kyl , alkoxyphenylalkoxyalkyl , alkoxycarbonylalkyl , 
aminocarbonyl , aminocarbonyl-Ci- 3 -alkyl , Ci- 3 -alkylaminocarbonyl , 



11 



Appl. No. 09/839,424 

Amdt. Dated. October 17, 2003 

Reply to Office action of June 17, 2003 



PHA 4176 (3364/1) 
PATENT 



N - phenyl aminocarbonyl , N- (Ci- 3 -alkyl) -N-phenylaminocarbonyl , Ci- 3 - 
alkylaminocarbonyl-Ci_3-alkyl , carboxy-Ci- 3 -alkyl , Ci- 3 -alkylamino, 
N-arylamino, N-aralkylamino, N- (Ci_ 3 -alkyl) -N-aralkylamino, N- 
(Ci-3-alkyl) -N-arylamino, amino-Ci_ 3 -alkyl , Ci_ 3 -alkylaminoalkyl , N- 
phenylamino-Ci-3-alkyl , N-phenyl-Ci- 3 -alkylaminoalkyl , N- (Ci- 3 - 
alkyl) -N- (phenyl -Ci_ 3 -alkyl) amino-Ci_ 3 - alkyl , N- (Ci_ 3 - alkyl) -N- 
phenyl amino -Ci- 3 -alkyl , phenyloxy, phenylalkoxy , phenylthio, 
phenyl-Ci_ 3 -alkylthio, Ci- 3 -alkylsulf inyl , C X - 3 -alkylsulf onyl , 
aminosulf onyl , Ci- 3 -alkylaminosulf onyl , N-phenylaminosulf onyl , 
phenylsulf onyl , and N- (Ci_ 3 -alkyl) -N-phenylaminosulf onyl ; and 
R 9 is methyl or amino; or 

a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 

Claim 32 (previously presented) : Compound of Claim 31 wherein: 

R 7 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci_2-haloalkyl , cyano, carboxyl , Ci_ 2 -alkoxycarbonyl , 
hydroxyl, Ci- 2 -hydroxyalkyl , C!_ 2 -haloalkoxy , amino, Ci- 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci- 2 -alkyl , Ci_ 2 - 
alkylsulf inyl , halo, Ci_ 2 -alkoxy and Ci_ 3 -alkylthio; 

R 8 is a radical selected from the group consisting of 
hydrido, halo, Ci- 2 -alkyl, C 2 . 3 -alkenyl , C 2 _ 3 -alkynyl , oxo, cyano, 
carboxyl, cyano-Ci_ 3 -alkyl , (5- or 6- member ring 
heterocyclyl) oxy, Ci. 3 -alkoxy, Ci_ 3 -alkylthio, Ci- 3 -alkylcarbonyl , 
C 3 _ 6 -cycloalkyl , phenyl, Ci- 3 -haloalkyl , 5- or 6- member ring 
heterocyclyl, C 3 - 6 -cycloalkenyl , phenyl - Ci_ 3 - alkyl , (5- or 6- 
member ring heterocyclyl) -C^-alkyl, Ci- 3 -alkylthio-Ci_ 3 -alkyl , 
Ci- 3 -hydroxyalkyl , Ci- 3 -alkoxycarbonyl , phenyl carbonyl , phenyl - Ci- 3 - 
alkylcarbonyl , phenyl -C 2 - 3 -alkenyl , Ci_ 3 -alkoxy-Ci- 3 -alkyl , 
phenylthio-Ci_ 3 -alkyl , phenyloxy-Ci_ 3 -alkyl , Ci_ 3 -alkoxyphenyl-Ci- 3 - 
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alkoxy-Ci-3-alkyl , Ci- 3 -alkoxycarbonyl -Ci- 3 -alkyl , aminocarbonyl , 
aminocarbonyl -Ci-3-alkyl , Ci-3-alkylaminocarbonyl , N- 
phenylaminocarbonyl , N- (Ci_ 3 -alkyl) -N-phenylaminocarbonyl , Ci_ 3 - 
alkylaminocarbonyl-Ci_ 3 -alkyl , carboxy-Ci_ 3 -alkyl , Ci_ 3 -alkylamino, 
N-phenylamino, N- (phenyl-Ci- 3 -alkyl) amino, N- (Ci_ 3 -alkyl) -N- 
(phenyl-Ci_ 3 -alkyl) amino, N- (Ci_ 3 -alkyl) -N-phenylamino, amino-Ci- 3 - 
alkyl , Ci- 3 -alkylamino-Ci- 3 -alkyl , N-phenylamino-Ci- 3 -alkyl , N- 
phenyl-Ci- 3 -alkylamino-Ci- 3 -alkyl , N- (Ci_ 3 -alkyl) -N-phenyl-Ci_ 3 - 
alkylamino-Ci_ 3 -alkyl , N- (Ci- 3 -alkyl) -N-phenylamino-Ci_ 3 -alkyl , 
phenyloxy, phenyl -C!_ 3 -alkoxy, phenyl thio , phenyl -Ci- 3 -alkylthio, 
Ci_ 3 -alkylsulf inyl , Ci_ 3 -alkylsulf onyl , aminosulf onyl , Ci- 3 - 
alkylaminosulf onyl , N-phenylaminosulf onyl , phenylsulf onyl , and N- 
(Ci_ 3 -alkyl) -N-phenylaminosulf onyl ; and 
R 9 is methyl or amino; or 

a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 

Claims 33-34 (cancelled) . 

Claim 35 (original) : Compound of Claim 32 wherein R 7 is 
optionally substituted phenyl. 

Claim 36 (previously presented) : Compound of Claim 32 wherein R 7 
is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, 
pyridinyl, and phenyl is optionally substituted with one, two or 
three radicals selected from the group consisting of methyl, 
dif luoromethyl , trif luoromethyl , cyano, carboxyl , 
methoxycarbonyl , hydroxyl , hydroxymethyl , trif luoromethoxy , 
amino, methylamino, phenylamino, nitro, methoxymethyl , 
methyl sulf inyl , fluoro, chloro, bromo, methoxy and methyl thio. 

Claim 37 (previously presented) : Compound of Claim 32 wherein R 8 
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is a radical selected from the group consisting of hydrido, 
fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl , 
methoxy, methylthio, methylcarbonyl , phenyl, trif luoromethyl , 
dif luoromethyl , phenylmethyl , methylthiomethyl , hydroxymethyl , 
methoxycarbonyl , ethoxycarbonyl , phenyl carbonyl , 
phenylmethylcarbonyl , methoxymethyl , phenylthiomethyl , 
phenyl oxyme thy 1 , methoxyphenylmethoxymethyl , 
methoxycarbonylmethyl , aminocarbonyl , aminocarbonylmethyl , 
methylaminocarbonyl , N-phenylaminocarbonyl , N-methyl -N- 
phenylaminocarbonyl , methylaminocarbonylmethyl , carboxymethyl , 
methylamino, N- phenyl ami no, N- (phenylmethyl) amino, N-methyl-N- 
(phenylmethyl) amino, N-methyl -N-phenylamino, aminomethyl, 
methyl aminomethyl , N-phenylaminomethyl , N- 

phenylmethylaminomethyl , N-methyl -N-phenylmethylaminomethyl , N- 
methyl -N-phenylaminomethyl , phenyloxy , phenylmethoxy , phenylthio , 
phenylmethyl thio, methylsulf inyl , methyl sulfonyl , aminosulf onyl , 
methylaminosulf onyl , N-phenylaminosulf onyl , phenyl sulfonyl , and 
N-methyl -N-phenylaminosulf onyl . 

Claim 38 (previously presented) : Compound of Claim 32 wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and 
phenyl is optionally substituted with one, two or three radicals 
selected from the group consisting of methyl, dif luoromethyl , 
trif luoromethyl , cyano, carboxyl, methoxycarbonyl, hydroxyl, 
hydroxymethyl, trif luoromethoxy , amino, methylamino, phenylamino, 
nitro, methoxymethyl, methylsulf inyl , fluoro, chloro, bromo, 
methoxy and methylthio; and 

R 8 is a radical selected from the group consisting of 
hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, 
cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl, 
trif luoromethyl , dif luoromethyl , phenylmethyl , methylthiomethyl , 
hydroxymethyl , methoxycarbonyl , ethoxycarbonyl , phenyl carbonyl , 
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phenylmethylcarbonyl , methoxymethyl , phenyl thiomethyl , 
phenyloxymethyl , methoxyphenylmethoxymethyl , 
methoxycarbonylmethyl , aminocarbonyl , aminocarbonylmethyl , 
methylaminocarbonyl , N-phenyl aminocarbonyl , N-methyl -N- 
phenyl aminocarbonyl , methylaminocarbonylmethyl , carboxymethyl , 
methylamino, N-phenylamino, N- (phenylmethyl) amino, N-methyl-N- 
(phenylmethyl ) amino , N-methyl -N-phenyl amino , aminomethyl , 
methylaminomethyl , N-phenylaminomethyl , N- 

phenylmethylaminomethyl , N-methyl -N-phenylmethylaminomethyl , N- 
methyl -N-phenylaminomethyl , phenyloxy, phenylmethoxy , phenylthio, 
phenylmethylthio, methyl sulfinyl , methyl sulfonyl , aminosulf onyl , 
methylaminosulf onyl , N-phenylaminosulf onyl , phenyl sulfonyl , and 
N-methyl -N-phenylaminosulf onyl . 

Claim 39 (cancelled) . 

Claim 40 (previously presented) : Compound of Claim 32 wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and 
phenyl is optionally substituted with one, two or three radicals 
selected from the group consisting of halo, cyano, Ci- 2 -alkyl, 
Ci-2-haloalkyl , Ci_ 2 -alkoxy, and Ci_ 2 -haloalkoxy ; and 

R 8 is a radical selected from the group consisting of 
hydrido, halogen, Cx-2-alkyl, Ci_ 3 -alkoxy, Ci- 3 -alkylcarbonyl , Ci_ 3 - 
haloalkyl, Ci_ 3 -hydroxyalkyl , and Ci_ 3 -alkoxycarbonyl . 

Claim 41 (previously presented) : Compound of Claim 32 wherein 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and 
phenyl is optionally substituted with one, two or three radicals 
selected from the group consisting of methyl, dif luoromethyl , 
trif luoromethyl , trif luoromethoxy , cyano, fluoro, chloro, bromo, 
iodo and methoxy; and 

R 8 is a radical selected from the group consisting of 
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hydrido, chloro, fluoro, bromo, cyano, methyl, methoxy, 

methyl carbonyl , trif luoromethyl , dif luoromethyl , hydroxymethyl , 

and methoxycarbonyl . 

Claims 42-91 (cancelled) . 

Claim 92 (original) : A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound of Claim 1. 

Claim 93 (currently amended) A pharmaceutical composition 
comprising a therapeutically-ef f ective amount of a compound of 
Claim [[17]] 5. 

Claim 94 (original) : A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound of Claim 31. 

Claim 95 (currently amended) : A pharmaceutical composition 
comprising a therapeutically-ef f ective amount of a compound of 
Claim [[42]] 7. 

Claims 96-98 (cancelled) . 

Claim 99 (previously presented) : A method of treating 
inflammation, said method comprising administering to the subject 
having or susceptible to such inflammation or inflammation- 
associated disorder, a therapeutically-ef f ective amount of a 
compound of Formula I 




I 



wherein : 
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A is a 5- or 6 -member ring substituent selected from 
partially saturated or unsaturated heterocyclic and carbocyclic 
rings ; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci_ 2 -haloalkyl , cyano, carboxyl , Ci_ 2 -alkoxycarbonyl , 
hydroxyl, Ci _ 2 - hydroxy alky 1 , Ci- 2 -haloalkoxy , amino, Ci_ 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci_ 2 -alkyl , C X - 2 - 
alkylsulf inyl , halo, Ci_ 2 -alkoxy and Ci_ 3 -alkylthio; 

R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from the group 
consisting of hydrido, halo, Ci- 2 -alkyl, C 2 _ 3 -alkenyl , C 2 - 3 -alkynyl , 
oxo, cyano, carboxyl, cyano-Ci_ 3 -alkyl , heterocyclyloxy , Ci_ 3 - 
alkoxy, d- 3 alkylthio, alkylcarbonyl , cycloalkyl, phenyl, Ci_ 3 - 
haloalkyl , heterocyclyl , cycloalkenyl , phenyl -Ci_ 3 -alkyl , 
heterocyclyl-C 1 . 3 -alkyl , Ci- 3 -alkylthio-Ci_ 3 -alkyl , Ci- 3 - 
hydroxyalkyl , Ci_ 3 -alkoxycarbonyl , phenyl carbonyl , phenyl -Ci_ 3 - 
alkylcarbonyl , phenyl -C 2 - 3 -alkenyl , Ci- 3 -alkoxy-Ci_ 3 -alkyl , 
phenylthio-Ci_ 3 -alkyl , phenyl oxyalkyl , alkoxyphenylalkoxyalkyl , 
alkoxycarbonylalkyl , aminocarbonyl , aminocarbonyl-Ci- 3 -alkyl , Ci_ 3 - 
alkylaminocarbonyl , N-phenylaminocarbonyl , N- (Ci_ 3 -alkyl) -N- 
phenylaminocarbonyl , Ci- 3 -alkylaminocarbonyl-Ci_ 3 -alkyl , carboxy- 
Ci_ 3 -alkyl, Ci- 3 -alkylamino, N-arylamino, N-aralkylamino, N- (Ci_ 3 - 
alkyl) -N-aralkylamino, N- (Ci_ 3 -alkyl) -N-arylamino, amino-Ci_ 3 - 
alkyl , Ci_ 3 -alkylaminoalkyl , N-phenylamino-Ci_ 3 -alkyl , N-phenyl- 
Ci_ 3 -alkylaminoalkyl , N- (Ci_ 3 -alkyl) -N- (phenyl-Ci_ 3 -alkyl) amino-Ci_ 3 - 
alkyl, N- (Ci- 3 -alkyl) -N-phenylamino-Ci_ 3 -alkyl , phenyloxy, 
phenylalkoxy , phenyl thio, phenyl -Ci_ 3 -alkylthio, Ci_ 3 - 
alkylsulf inyl , Ci_ 3 -alkylsulf onyl , aminosulf onyl , Ci- 3 - 
alkylaminosulfonyl, N-phenylaminosulf onyl , phenylsulf onyl , and N- 
(Ci_ 3 -alkyl) -N-phenylaminosulf onyl ; 
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or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 

Claim 100 (cancelled) . 

Claim 101 (currently amended) : The method of Claim 99 wherein the 
compound corresponds to A method of treating inflammation, said 
method comprising administering to the subject having or 
susceptible to such inflammation or inflammation-associated 
disorder, a therapeutically-ef f ective amount of a compound of 
Formula III : 

$ III 

wherein: 

R 7 is cyclohexyl, pyridinyl , or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with, 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl, cyano, carboxyl, Ci_ 2 -alkoxycarbonyl , 
hydroxyl, Ci _ 2 - hydroxy alkyl , Ci- 2 -haloalkoxy , amino, Ci- 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci_ 2 -alkyl , Ci_ 2 - 
alkylsulf inyl , halo, Cx-2-alkoxy and Ci_ 3 -alkylthio; 

R 8 is a radical selected from the group consisting of 
hydrido, halo, Ci_ 2 -alkyl, C 2 . 3 -alkenyl , C 2 _ 3 -alkynyl , oxo, cyano, 
carboxyl, cyano-Ci_ 3 -alkyl , heterocyclyloxy , Ci_ 3 -alkoxy, Ci_ 3 - 
alkylthio, alkylcarbonyl , cycloalkyl, phenyl, Ci_ 3 -haloalkyl , 
heterocyclyl , cycloalkenyl , phenyl -Ci_ 3 -alkyl , heterocyclyl-Ci_ 3 - 
alkyl , Ci- 3 -alkylthio-Ci-3-alkyl , Ci- 3 -hydroxyalkyl , Ci- 3 - 
alkoxycarbonyl , phenylcarbonyl , phenyl -Ci_ 3 - alkylcarbonyl , phenyl - 
C 2 . 3 -alkenyl , Ci- 3 -alkoxy-Ci_ 3 -alkyl , phenylthio-Ci- 3 -alkyl , 
phenyl oxy alkyl , alkoxyphenylalkoxyalkyl , alkoxycarbonyl alkyl , 
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aminocarbonyl , aminocarbonyl-Ci- 3 -alkyl , Ci_ 3 -alkylaminocarbonyl , 
N-phenylaminocarbonyl , N- (Ci- 3 -alkyl) -N-phenylaminocarbonyl, Ci- 3 - 
alkyl aminocarbonyl -Ci_ 3 -alkyl , carboxy-Ci- 3 -alkyl , Ci- 3 -alkylamino, 
N-arylamino, N-aralkylamino, N- (Ci_ 3 -alkyl) -N-aralkylamino, N- 
(Ci_ 3 -alkyl) -N-arylamino, amino-Ci- 3 -alkyl , Ci_ 3 -alkylaminoalkyl , N- 
phenylamino-Ci_ 3 -alkyl , N-phenyl -Ci_ 3 -alkylaminoalkyl , N- (Ci- 3 - 
alkyl) -N- (phenyl-Ci-3-alkyl)amino-Ci- 3 -alkyl, N- (d- 3 -alkyl) -N- 
pheny 1 amino -Ci^-alkyl, phenyl oxy , phenyl a 1 koxy , pheny 1 1 hi o , 
phenyl-Cx^-alkylthio, C!_ 3 -alkylsulf inyl , Ci_ 3 -alkylsulf onyl , 
aminosulf onyl , Ci_ 3 -alkylaminosulf onyl , N-phenylaminosulf onyl , 
phenylsulf onyl , and N- (Ci_ 3 -alkyl) -N-phenylaminosulf onyl ; and 
R 9 is methyl or amino; or 

a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 

Claims 102-105 (cancelled) . 

Claim 106 (original) : The method of Claim 99 for use in the 
treatment of inflammation. 

Claim 107 (original) : The method of Claim 99 for use in the 
treatment of an inflammation-associated disorder. 

Claim 108 (original) : The method of Claim 107 wherein the 
inflammation-associated disorder is arthritis. 

Claim 109 (original) : The method of Claim 107 wherein the 
inflammation-associated disorder is pain. 

Claim 110 (original) : The method of Claim 107 wherein the 
inflammation-associated disorder is fever. 
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Claim 111 (original) : A method of treating cancer, said method 
comprising administering to the subject having or susceptible to 
such cancer, a therapeutically-ef f ective amount of a compound of 
Claim 99. 

Claim 112 (original) : The method of Claim 111 wherein the 
compound is administered intravenously. 

Claim 113 (original) : The method of Claim 111 wherein the 
compound is administered intramuscularly. 

Claim 114 (new) : The method of Claim 101 for use in the treatment 
of inflammation. 

Claim 115 (new) : The method of Claim 101 for use in the treatment 
of an inflammation-associated disorder. 

Claim 116 (new) : The method of Claim 115 wherein the 
inflammation-associated disorder is arthritis. 

Claim 117 (new) : The method of Claim 115 wherein the 
inflammation-associated disorder is pain. 

Claim 118 (new) : The method of Claim 115 wherein the 
inflammation-associated disorder is fever. 

Claim 119 (new) : A method of treating cancer, said method 
comprising administering to the subject having or susceptible to 
such cancer, a therapeutically-ef f ective amount of a compound of 
Claim 101. 

Claim 120 (new) : The method of Claim 119 wherein the compound is 
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administered intravenously. 

Claim 121 (new) : The method of Claim 119 wherein the compound is 
administered intramuscularly. 

Claim 122 (new) : Compound of Claim 31 selected from the group 
consisting of 

3 -phenyl -4- [3-f luoro-4- (methylsulf onyl ) phenyl] thiophene; 

3- (3-chlorophenyl) -4- [3-f luoro-4- 
(methylsulf onyl) phenyl] thiophene; 

3- (4-chlorophenyl) -4- [3-fluoro-4- 
( methylsulf onyl) phenyl] thiophene; 

3- (3-bromophenyl) -4- [3-fluoro-4- 
(methylsulf onyl) phenyl] thiophene; 

3- (4-bromophenyl) -4- [3 -f luoro-4 - 
(methylsulf onyl) phenyl] thiophene; 

3- (3-f luorophenyl) -4- [3 -f luoro-4 - 
(methylsulf onyl) phenyl] thiophene; 

3- (4 -f luorophenyl) -4- [3-fluoro-4- 
( methylsulf onyl) phenyl] thiophene; 

3- (3-methylphenyl) -4- [3-f luoro-4- 
( methylsulf onyl) phenyl] thiophene; 

3- (4-methylphenyl) -4- [3 - f luoro-4 - 
(methylsulf onyl) phenyl] thiophene; 

3- (3-cyanophenyl) -4- [3-fluoro-4- 
( methylsulf onyl) phenyl] thiophene; 

3- (4-cyanophenyl) -4- [3-fluoro-4- 
( methylsulf onyl) phenyl] thiophene; 

3- (3-trif luoromethylphenyl) -4- [3-fluoro-4- 
(methylsulf onyl) phenyl] thiophene; 

3- (4 -trif luoromethylphenyl) -4- [3-f luoro-4- 
(methylsulf onyl) phenyl] thiophene; 
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3- (3-trif luoromethoxyphenyl) -4- [3-f luoro-4- 
(methylsulf onyl) phenyl] thiophene; 

3- (4 -trif luoromethoxyphenyl) -4- [3-fluoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3 , 4-dichlorophenyl) -4- [3-f luoro-4- 
( methyl sul f onyl ) phenyl ] thiophene ; 

3- (3 , 4-dibromophenyl) -4- [3-f luoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3, 4 -dif luorophenyl) -4- [3-f luoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3, 5-dichlorophenyl) -4- [3-f luoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3 , 5-dibromophenyl) -4- [3-f luoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3, 5-dif luorophenyl) -4- [3-f luoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3, 4-dimethylphenyl) -4- [3-f luoro-4- 
(me thyl sul f onyl ) phenyl ] thiophene ; 

3- (3, 5-dimethylphenyl) -4- [3-f luoro-4- 
(me thyl sul f onyl ) phenyl ] thiophene ; 

3- (3-methyl-4-chlorophenyl) -4- [3-fluoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (4-methyl-3-chlorophenyl) -4- [3-fluoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3 -methyl -4 -f luorophenyl) -4- [3-fluoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (4-methyl-3-f luorophenyl) -4- [3-fluoro-4- 
( methyl sulf onyl) phenyl] thiophene; 

3- (3-methyl-4-bromophenyl) -4- [3-fluoro-4- 
(me thyl sul f onyl ) phenyl ] thiophene ; 

3- (4-methyl-3-bromophenyl) -4- [3-fluoro-4- 
( methyl sulf onyl) phenyl] thiophene; 
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3- (3-methyl-4-trif luoromethylphenyl) -4- [3-fluoro-4- 
(methyl sul f onyl ) phenyl ] - thiophene ; 

3- (4-methyl-3-trif luoromethylphenyl) -4- [3-fluoro-4- 
(methylsulf onyl) phenyl] -thiophene; 

3- (3-methyl-4-trif luoromethoxyphenyl ) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] -thiophene; 

3- (4-methyl-3-trif luoromethoxyphenyl) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] -thiophene ; 

3- (3-cyano-4-methylphenyl) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] thiophene ; 

3- (4-cyano-3-methylphenyl) -4- [3-fluoro-4- 
(methyl sul f onyl ) phenyl ] thiophene ; 

3- (3-chloro-4-methoxyphenyl) -4- [3-fluoro-4- 
(me t hyl sul f onyl ) phenyl ] thiophene ; 

3- (4-chloro-3-methoxyphenyl) -4- [3-fluoro-4- 
(methylsulf onyl ) phenyl] thiophene; 

3- (2-methylpyridin-6-yl) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] thiophene; 

3- (2-methylthiazol-4-yl) -4- [3-fluoro-4- 
(methyl sul f onyl ) phenyl ] thiophene ; 

3- (4-methylthiazol-2-yl) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] thiophene; 

3- (2-methylpyridin-3-yl) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] thiophene ; 

3- (2-methylpyridin-3-yl) -4- [3-fluoro-4- 
(me t hyl sul f onyl ) phenyl ] thiophene ; 

3- (3-pyridinyl) -4- [3-fluoro-4- 
(me thyl sul f onyl ) phenyl ] thiophene ; 

3- (5-methylpyridin-3-yl) -4- [3-fluoro-4- 
(methyl sul f onyl ) phenyl ] thiophene ; 

3- (2-methylpyridin-3-yl) -4- [3-fluoro-4- 
( methyl sul f onyl) phenyl] thiophene; 



23 



Appl. No. 09/839,424 

Amdt. Dated. October 17, 2003 

Reply to Office action of June 17, 2003 



PHA 4176 (3364/1) 
PATENT 



3 -cyclohexyl-4 - [3-fluoro-4- ( methyl sulfonyl ) phenyl] thiophene ; 

3-cyclopentyl-4- [3-fluoro-4- 
( methyl sulfonyl) phenyl] thiophene ; 

2 - f luoro - 4 - [4 -phenyl - 3 - thiophenyl ] bene zenesul f onamide ; 

2-fluoro-4 - [4- (3 -chlorophenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4 -chlorophenyl) -3 - 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-bromophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4-bromophenyl) -3- 
thiophenyl] benezenesulf onamide; 

2-fluoro-4- [4- (3-f luorophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4 -f luorophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-methylphenyl) - 3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4-methylphenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-cyanophenyl) -3- 
thiophenyl] benezenesulf onamide; 

2-fluoro-4- [4- (4-cyanophenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-trif luoromethylphenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4 -trif luoromethylphenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-trif luoromethoxyphenyl) -3 - 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4 -trif luoromethoxyphenyl ) -3- 
thiophenyl] benezenesulf onamide ; 
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2-f luoro-4- [4- (3 , 4 -dichlorophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (3 , 4 -dibromophenyl ) -3- 
thiophenyl] benezenesulf onamide 

2-f luoro-4- [4- (3 , 4-dif luorophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (3 , 5 -dichlorophenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (3 , 5 -dibromophenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (3 , 5 -dif luorophenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (3 , 4 -dimethylphenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (3 , 5 -dimethylphenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-methyl-4-chlorophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4-methyl-3-chlorophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- ( 3 -methyl -4 -f luorophenyl) -3- 
thiophenyl] benezenesulf onamide; 

2-fluoro-4- [4- (4-methyl-3-f luorophenyl) -3- 
thiophenyl ] bene zenesul f onamide ; 

2-f luoro-4- [4- (3 -methyl -4 -bromophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4-methyl-3-bromophenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-methyl-4-trif luoromethylphenyl) -3- 
thiophenyl] bene zene- sulfonamide ; 

2-fluoro-4- [4- (4 -methyl -3 -trif luoromethylphenyl) -3- 
thiophenyl ] bene zene - sul f onamide ; 
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2-fluoro-4- [4- ( 3 -methyl -4 - trif luoromethoxyphenyl ) -3- 
thiophenyl ] benezene - sul f onamide ; 

2-fluoro-4- [4- (4 -methyl -3 -trif luoromethoxyphenyl) -3- 
thiophenyl] benezene -sulfonamide ; 

2-fluoro-4- [4- (3-cyano-4-methylphenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4-cyano-3-methylphenyl) -3- 

thiophenyl] benezenesulf onamide ; 

i 

2-fluoro-4- [4- (3 -chloro- 4 -methoxyphenyl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4 -chloro- 3 -methoxyphenyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-f luoro-4- [4- (2-methylpyridin-6-yl) -3- 
thiophenyl] benezenesulf onamide; 

2-f luoro-4- [4- (2-methylthiazol-4-yl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (4 -methylthiazol -2 -yl ) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (2-methylpyridin-3-yl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (2-methylpyridin-3-yl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (3-pyridinyl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (5-methylpyridin-3-yl) -3- 
thiophenyl] benezenesulf onamide ; 

2-fluoro-4- [4- (2-methylpyridin-3-yl) -3- 
thiophenyl] benezenesulf onamide ; 

2 - f luoro-4 - [4 - cyclohexyl - 3 - thiophenyl ] benezenesul f onamide ; 

2 - f luoro- 4 - [4 - cyclopentyl - 3 - thiophenyl ] benezenesul f onamide ; 

and the pharmaceutically-acceptable salts, tautomers and 
prodrugs thereof . 
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Claim 123 (new) : A method of treating inflammation, said method 
comprising administering to the subject having or susceptible to 
such inflammation or inflammation-associated disorder, a 
therapeutically-ef f ective amount of a compound of Formula I: 



A is a radical selected from the group consisting of 
thienyl, f uryl , furanone, thiazolyl, oxothiazolyl , 
thioxothiazolyl , imidazolyl, benzofuryl, indenyl, benzothienyl , 
isoxazolyl, oxooxazolyl, pyrazolyl, cyclopentenyl , 
cyclopentadienyl , benzindazolyl , benzopyranopyrazolyl , phenyl , 
and pyridyl ; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl, cyano, carboxyl, Ci_ 2 -alkoxycarbonyl , 
hydroxyl, Ci- 2 -hydroxyalkyl , Ci_ 2 -haloalkoxy, amino, Ci- 2 - 
alkylamino, phenylamino, nitro, Ci- 2 -alkoxy-Ci- 2 -alkyl , Ci_ 2 - 
alkylsulf inyl, halo, d_ 2 -alkoxy and Ci- 3 -alkylthio; 

R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from the group 
consisting of hydrido, halo, Ci_ 2 -alkyl, C 2 - 3 -alkenyl , C 2 - 3 -alkynyl , 
oxo, cyano, carboxyl, cyano -Ci- 3 - alky 1 , (5- or 6- member ring 
heterocyclyl) oxy, Ci_ 3 -alkoxy, Ci_ 3 -alkylthio, Ci_ 3 -alkylcarbonyl , 
C 3 - 6 -cycloalkyl, phenyl, Ci- 3 -haloalkyl , 5- or 6- member ring 
heterocyclyl, C 3 - 6 -cycloalkenyl , phenyl -Ci_ 3 -alkyl , (5- or 6- 
member ring heterocyclyl) -Ci_ 3 -alkyl , Ci^-alkylthio-Cx-s-alkyl , 
Ci-3 - hydroxy alkyl , d_ 3 - alkoxycarbonyl , phenyl carbonyl , phenyl -Ci_ 3 - 
alkylcarbonyl , phenyl -C 2 - 3 -alkenyl , Ci. 3 -alkoxy-Ci- 3 -alkyl , 




0 



I 



wherein 
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phenylthio-Ci-3-alkyl, phenyl oxy-C X - 3 - alky 1 , Cx^-alkoxyphenyl-Ci^- 
alkoxy-Ci-3-alkyl, Ci- 3 -alkoxycarbonyl-Ci- 3 -alkyl , aminocarbonyl , 
aminocarbonyl-Ci-3-alkyl , Ci_ 3 -alkylaminocarbonyl , N- 
phenyl aminocarbonyl, N- (Ci_ 3 -alkyl) -N-phenylaminocarbonyl , C X - 3 - 
alkylaminocarbonyl-Ci_ 3 -alkyl , carboxy-Ci_ 3 -alkyl , Ci- 3 -alkylamino, 
N-phenylamino, N- (phenyl -Ci- 3 -alkyl) amino, N- (Ci_ 3 -alkyl) -N- 

(phenyl-Ci-3-alkyl) amino, N- (C X - 3 -alkyl) -N-phenylamino, amino-Ci- 3 - 
alkyl , Ci-3-alkylamino-Ci- 3 -alkyl , N-phenylamino-Ci_ 3 -alkyl , N- 
phenyl-Ci- 3 -alkylamino-C x _ 3 -alkyl, N- (Ci_ 3 -alkyl) -N-phenyl-Ci- 3 - 
alkylamino-Ci-3-alkyl, N- (Ci-3-alkyl) -N-phenylamino-Ci_ 3 -alkyl , 
phenyloxy, phenyl -C1-3 -alkoxy, phenyl thio, phenyl -Ci- 3 -alkylthio, 
Ci-3-alkylsulf inyl , Ci-3-alkylsulf onyl , aminosulf onyl , Ci_ 3 - 
alkylaminosulf onyl , N-phenylaminosulf onyl , phenylsulf onyl , and N- 

(Cx-3-alkyl) -N-phenylaminosulf onyl ; 

or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 

Claim 124 (new) : A method of treating inflammation, said method 
comprising administering to the subject having or susceptible to 
such inflammation or inflammation-associated disorder, a 
therapeutically-ef f ective amount of a compound of Formula I: 



A is a radical selected from the group consisting of 
thienyl, furanone, isoxazolyl, pyrazolyl, cyclopentenyl and 
pyridinyl ; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl, and phenyl is optionally substituted with 
one, two or three radicals selected from the group consisting of 
Ci-2-alkyl, Ci-2-haloalkyl , cyano, carboxyl, Ci- 2 -alkoxycarbonyl , 



R 
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hydroxyl, Ci_ 2 -hydroxyalkyl , Ci_ 2 -haloalkoxy , amino, Ci_ 2 - 
alkylamino, phenylamino, nitro, Ci_ 2 -alkoxy-Ci_ 2 -alkyl , Ci_ 2 - 
alkylsulf inyl , halo, Ci_ 2 -alkoxy and Ci- 3 -alkylthio; 
R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from the group 
consisting of hydrido, halo, Ci- 2 -alkyl, C 2 . 3 -alkenyl , C 2 . 3 -alkynyl , 
oxo, cyano, carboxyl, cyano-Ci- 3 -alkyl , (5- or 6- member ring 
heterocyclyl) oxy, Ci- 3 -alkoxy, Ci. 3 -alkylthio, Ci_ 3 -alkylcarbonyl , 
C 3 _ 6 -cycloalkyl, phenyl, Ci_ 3 -haloalkyl , 5- or 6- member ring 
heterocyclyl, C 3 _ 6 -cycloalkenyl , phenyl - Ci_ 3 - alkyl , (5- or 6- 
member ring heterocyclyl) -Ci- 3 -alkyl , Ci_ 3 -alkylthio-Ci- 3 -alkyl , 
Ci- 3 -hydroxyalkyl, Ci_ 3 -alkoxycarbonyl , phenylcarbonyl , phenyl-Ci_ 3 - 
alkylcarbonyl , phenyl -C 2 . 3 -alkenyl , Ci_ 3 -alkoxy-Ci_ 3 -alkyl , 
phenylthio-Ci-3-alkyl, phenyloxy-Ci_ 3 -alkyl , Ci-s-alkoxyphenyl-Ci-s- 
alkoxy-Ci-3-alkyl, Ci- 3 -alkoxycarbonyl-Ci- 3 -alkyl , aminocarbonyl , 
aminocarbonyl-Ci_ 3 - alkyl , Ci- 3 -alkylaminocarbonyl , N- 
phenylaminocarbonyl , N- (Ci_ 3 -alkyl) -N-phenylaminocarbonyl , Ci_ 3 - 
alkylaminocarbonyl-Ci-3 -alkyl, carboxy-Ci_ 3 -alkyl , Cx-3-alkylamino, 
N-phenylamino, N- (phenyl -Ci- 3 -alkyl) amino, N- (Ci_ 3 -alkyl) -N- 
(phenyl-Ci-3- alkyl) amino, N- (d_ 3 -alkyl) -N-phenylamino, amino-Ci_ 3 - 
alkyl , Ci. 3 -alkylamino-Ci- 3 -alkyl , N-phenylamino-Ci- 3 -alkyl , N- 
phenyl-C 1 - 3 -alkylamino-Ci_ 3 -alkyl, N- (Cx-3-alkyl) -N-phenyl-Ci- 3 - 
alkylamino-Ci-3-alkyl, N- (Ci- 3 -alkyl) -N-phenylamino-Ci- 3 -alkyl , 
phenyloxy, phenyl -Ci- 3 -alkoxy, phenyl thio, phenyl -Ci- 3 - alkyl thio, 
Ci-3-alkylsulf inyl, Ci_ 3 -alkylsulf onyl , aminosulf onyl , Ci_ 3 - 
alkylaminosulfonyl , N-phenylaminosulf onyl , phenylsulf onyl , and N- 
(C1-3- alkyl) -N-phenylaminosulf onyl ; 

or a pharmaceutically-acceptable salt, tautomer or prodrug 
thereof . 
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